Various hematopoietic cell types in bone marrow and spleen from young (12 weeks), old (22-24 months), and old mice continuously administered with spermidine in drinking water for 6 weeks as in Figure 1A were assessed by flow cytometry. 
Ctrl shRNA Eif5a shRNA (I) Spermidine-depleted NIH 3T3 cells by DFMO treatment were rescued with 10 µM spermidine alone or spermidine together with GC7 for 24 h. LC3-II was measured by Western blot. n = 3.
(J) Purified murine B cells were cultured with LPS for indicated days as in Figure 3H . The expression of overall eIF5A, hypusinated eIF5A, and LC3-II (without BafA1 treatment) was assessed by Western blot.
Representative of 4 independent repeats.
(K) GC7 inhibits autophagy in an mTOR-independent manner (not via activating mTOR). LPS-activated murine B cells were treated with GC7 for 24 h as in Figure 3I , or with the mTOR inhibitor Torin 1 for 2 h.
The expression of S6 and its phosphorylation (Ser235/236) downstream of mTOR were assessed by Western blot. n = 5. (A) An aliquot of protein samples for MS in Figure 4A was assessed by Western blot for cell fractionation efficiency. W: whole cell lysate; N: nuclear fraction; C: cytoplasmic fraction.
(B) Gating strategy for the FACS sorting in Figure 4B . Live B cells (CD19 + ) that divided four times or more were collected.
(C) Murine B cells were treated with 10 µM GC7 for 24 h as in Figure 3I . The expression of ATG3 was assessed by Western blot. n = 4 mice.
(D) NIH 3T3 cells were transfected with siTfeb for 3 days. LC3-II expression was measured by Western blot. n = 5.
(E) NIH 3T3 cells were transfected with siOdc-1/2 for 3 days or treated with 1 mM DFMO for 24 h. TFEB expression was measured by Western blot. n = 3.
(F) Spermidine-depleted NIH 3T3 cells by siOdc transfection were rescued with spermidine alone or in (M) Wild type murine B cells were stained with CellTrace and cultured with LPS for 3 days. GC7 was added 24 h or 48 h before harvest for cell proliferation analysis (left). The percentage of cells that divided for the indicated times is quantified (right). n = 6 mice.
(N-P) The knockout of Tfeb in B cells was induced as in Figure 6A 
